clonal component)). Urinalysis disclosed 80-90 red blood cells/hpf with red cell casts; proteinuria was 1.8 g/24 h. Several autoantibodies were detected: antinuclear antibodies (ANA) at a titre of 1/320 (nucleolar and speckled patterns), anticardiolipin antibodies 61 U.GPL (normal < 10 ), perinuclear ANCA at a titre of 1/2560 without reactivity, by ELISA, for myeloperoxidase, elastase, cathepsin or lactoferrin extracts. C3 serum level was 0.6 g/l (normal 0.7-1.3). A mixed type III cryoglobulin ( IgM-IgG) was detected ( 0.7 mg/ml, normal <0.08). Serological tests for hepatitis B and C viruses were negative. Bone marrow biopsy, chest and abdominal computerized tomographies were normal except for splenic enlargement.
Kidney biopsy showed six obsolescent glomeruli, 14
Correspondence and offprint requests to: M. Jadoul, MD, Department ated with type III mixed cryoglobulinaemia was made.
This second hypothesis did not account unequivocally for the spleen enlargement. The latter has indeed Methylprednisolone 500 mg i.v. was given for 3 consecutive days, followed by prednisolone 0.5 mg/kg daily been frequently observed in so-called essential mixed cryoglobulinaemia [1, 2] but this may reflect the major orally and cyclophosphamide 750 mg i.v. monthly. Within 1 month, skin lesions and fever subsided and role of hepatitis C virus as a cause of both so-called essential mixed cryoglobulinaemia and chronic liver serum creatinine stabilized.
Two weeks later the patient was readmitted for acute disease with an attendant spleen enlargement [2 ] . No evidence of hepatitis was present in our patient. heart failure with pulmonary oedema requiring mechanical ventilation. She was febrile ( 38.3°C).
After the patient subsequently presented with endocarditis, we again revised our diagnosis: subacute bacEchocardiography revealed a grade IV aortic insufficiency with a large aortic valvular vegetation. Oxacillin, terial endocarditis accounted for both the valvular destruction and the mixed cryoglobulinaemia (no gentamicin and amphotericin B were administered. The haemodynamic status remaining unstable, aortic longer essential ) with immune glomerulonephritis.
Subacute bacterial endocarditis fits with the clinical valvular replacement (mechanical valve) was performed the next day. At surgery, the aortic valve course of several months, the spleen enlargement, the marked polyclonal B-cell activation with various appeared massively destroyed ( perforation of one cuspid and large vegetation on another). Microscopic autoantibodies and cryoglobulins, all of which (including anticardiolipin antibodies and ANCA) resolved examination of the valve showed few bacterial colonies without significant inflammatory reaction ( Fig. 3) . after curing the endocarditis without further immunosuppressive treatment [3, 4] . Blood and valve cultures remained sterile. The immunosuppressive treatment was stopped and ampicThe absence of a heart murmur as well as of an acute phase response (normal CRP level ) initially led illin and gentamycin administered for 6 weeks.
The patient recovered uneventfully. Seven months us astray. In fact, a cardiac murmur may be initially absent and develop only in the course of endocarditis later she is asymptomatic; serum creatinine is 88 mmol/l. Autoantibodies (ANA, anticardiolipin anti-in up to 24% of the patients [5 ] . Rare cases of endocarditis and septicaemia with normal levels of bodies, ANCA) and cryoglobulins have disappeared.
CRP have also been reported [6 ] .
Discussion Teaching points
Our initial diagnostic hypothesis in this patient with a nephritic syndrome and circulating ANCAs was a 1. ANCA are not fully specific for primary vasculitis and may be detected in other (e.g. bacterial ) primary renal vasculitis. Subsequently, however, the presence of glomerular immune deposits ( Fig. 2) diseases as a result of polyclonal B-cell activation (with secondary renal vasculitis). together with the detection of circulating cryoglobulins led us to a revision of this hypothesis and to the 2. Essential mixed cryoglobulinaemia is not an aetiological diagnosis. In the absence of evidence for conclusion that this patient had a type III essential mixed cryoglobulinaemia with glomerular involvement.
HCV infection, other causes should be thoroughly searched for, including subacute bacterial Immunosuppressive treatment was therefore initiated [1 ] .
endocarditis.
